Tumor necrosis factor (TNF)-related weak inducer of apoptosis (TWEAK) engages its sole receptor, fibroblast growth factor-inducible 14 (Fn14), which participates in various inflammatory and immunologic processes. TWEAK/Fn14 interaction induces different cell fates depending on the local microenvironment, which correlates with certain expression profiles of TNF receptors (TNFR). The predominant expression of TNFR1 or TNFR2 facilitates cell death or proliferation, respectively, on TWEAK/Fn14 activation. TNFR-associated factors (TRAF) interact with Fn14, cellular inhibitor of apoptosis protein (cIAP)-1, and TNFR, consequently transducing signals from TWEAK to downstream cytokines and cell cycle mediators. An Fn14-TRAF2-TNFR axis has been suggested in the function of TWEAK/Fn14 signaling, which may serve as a target in the development of novel therapeutic strategies for many diseases that have Fn14-overexpressing cells in affected tissues. The aims of this review are: 1) to present the main results on TWEAK/Fn14 regulation of cell fates, 2) to analyze the mechanism of the Fn14-TRAF2-TNFR axis, and 3) to summarize the potential strategies in the pharmacologic targeting of this axis.
Introduction
Tumor necrosis factor (TNF)-related weak inducer of apoptosis (TWEAK) belongs to the TNF superfamily and acts through binding to its sole receptor, fibroblast growth factor-inducible 14 (Fn14). TWEAK can be originally expressed as a type II transmembrane protein but can be cleaved to form a soluble cytokine [1, 2] . TWEAK is mainly secreted by macrophages/monocytes in inflammatory tissues [3] , and is widely expressed in different tissues or organs, including the pancreas, intestines, heart, brain, lungs, ovary, vasculature, and skeletal muscles, and has low expression in the liver and kidney [4] . Fn14, a type I transmembrane protein [5] , has been reported to be expressed in the nervous system, such as in microglia and astrocytes, and in immune cells, including natural killer cells, macrophages, dendritic cells, and Th17 cells [6] . Besides, Fn14 can be expressed in normal keratinocytes, immortal HaCaT cells, or keratinocytes under different inflammatory conditions [7] [8] [9] [10] [11] [12] [13] . In healthy tissues, the expression levels of TWEAK and Fn14 are relatively low [6] ; however, their expression increases when the tissues are damaged or under inflammation [14] .
In recent years, increasing evidence has indicated that the TWEAK/Fn14 signaling pathway plays a pivotal role in the pathogenesis of lupus erythematosus, which presents cutaneous, renal, and neuropsychiatric diseases [15] [16] [17] . Moreover, the TWEAK/Fn14 signals participate in the development of various dermatoses, such as psoriasis [7] , atopic dermatitis [8] , cutaneous vasculitis [18] , human papillomavirus (HPV) infection [9] , and bullous pemphigoid [10] . TWEAK/Fn14 activation also contributes to the biological processes of tumors [19] . TWEAK is a significant proinflammatory cytokine in vitro and in vivo [20] . TWEAK/Fn14 interaction has been shown to mediate diverse bioactivities involving the activation of cell proliferation, migration, or apoptosis; the induction of vasculitis and angiogenesis; the production of inflammatory cytokines; and the promotion of fibrogenic responses [15, 20] . In in vitro experiments, TWEAK has been found to induce the production of multiple cytokines, including regulated on activation, normal T-cell expressed and secreted (RANTES), monocyte chemoattractant protein-1 (MCP-1), interferon-γ-induced protein 10 (IP-10), macrophage inflammatory protein-1 alpha (MIP-1α), intercellular adhesion molecule-1 (ICAM-1), and vascular cell adhesion molecule-1 (VCAM-1) [14, 21] . In addition, TWEAK has the capacity to induce the production of matrix metalloproteinases and inflammatory mediators (RANTES and IP-10) in human dermal or synovial fibroblasts [14] . TWEAK also promotes the synthesis of RANTES, MCP-1, IP-10, MIP-1α, ICAM-1, and VCAM-1 in cutaneous keratinocytes [12, 21] . These cytokines accumulate in local injured tissues and trigger immune responses and even exacerbate inflammatory responses.
The inflammatory responses in various diseases are complicated and are accompanied by different fates of resident cells. Different types of cells may proliferate or undergo apoptosis (or necrotize) under certain inflammatory conditions. For instance, TWEAK/Fn14 activation promotes the proliferation of mesangial cells, as well as the death of tubular cells, glomerular endothelial cells, and podocytes in kidneys under lupus inflammation [22, 23] . Moreover, the same types of cells show diverse cell cycles under various microenvironments. Further, TWEAK/Fn14 signals are involved in cutaneous inflammation and diversely regulate the cell fates of keratinocytes [7] [8] [9] [10] [11] . In fact, the regulation of cell fates is central to the function of TWEAK/Fn14 signaling. Why and how does TWEAK/Fn14 activation lead to different cell fates? This review summarizes the recent findings and attempts to find some clues or answers.
TWEAK/Fn14 activation modulates different cell fates
TWEAK/Fn14 activation can induce the proliferation of cells. However, it can also induce cell death (apoptosis or necrosis). The cell fates of proliferation and death are clearly diametrically opposed. These phenomena have been evidenced in many studies and currently attract considerable attention.
Based on convincing experiments, TWEAK is originally defined as a weak inducer of apoptosis [1] . This is somehow inconsistent with the fact that Fn14 does not have a death domain [14] . Given that there is no death domain in Fn14, it is speculated that TWEAK may use TNF receptor-associated factor (TRAF) type 3-mediated induction of apoptotic complex formation, which leads to LTβ receptor-triggered cell death [14] . The precise mechanisms by which the exact signals are transduced in TWEAK-induced apoptosis seem to involve multiple processes, including TNF-α or caspase-dependent (or -independent) death, with the characteristics of both apoptosis and necrosis [14, [24] [25] [26] . TWEAK and TNF-α cooperate in the induction of apoptosis in human keratinocytes from healthy subjects, patients with atopic dermatitis, and patients with psoriasis, as well as in keratinocyte cell lines [8] . TWEAKinduced cell death also involves cathepsin B-dependent necrosis [13] . TWEAK stimulation leads to massive activation of apoptotic cell death, characterized by activation of the initiator proteases caspase-3 and caspase-7, processing of the initiator proteases caspase-8 and caspase-9, and induction of mitochondrial outer membrane permeabilization [27] . Similarly, a study of Kym1, SKOV3, and OVCAR4 cell lines has shown that TWEAK triggers cell death indirectly through autocrine TNF-α signaling [26] .
Although there is strong evidence in support of TWEAK as an apoptosis inducer, TWEAK also serves as a growth factor for many cell types, such as synoviocytes, astrocytes, vascular cells, and mesangial cells [14, 28] . TWEAK not only induces cell growth, which contributes to tissue repair after acute injuries, but also plays a critical role in pathologic hyperplasia involving arthritis (pannus formation), colitis (crypt epithelization), neurodegenerative diseases (glial hyperplasia), and cancers [14] . TWEAK/Fn14 interaction activates classic nuclear factor kappa-light-chain-enhancer of activated B cells (NF-κB) signals, which are suggested to enhance RANTES expression and macrophage infiltration [7] . NF-κB signals are pivotal in the differentiation, proliferation, and survival of cells, as well as the development of tumors, with the latter also associated with inflammation [29] . The NF-κB-activated proliferation marker Ki-67 and antiapoptotic proteins, such as c-Myc, survivin, cIAP-2, and cellular FLICE-inhibitory protein (cFLIP), are upregulated in keratinocytes on TWEAK stimulation [7] . cFLIP is highly expressed in psoriatic tissues [30] and is even promoted by TWEAK in keratinocytes that originate from psoriatic tissues [7] . TWEAK is abundantly expressed in HPV-infected skin warts, and induces the proliferation of keratinocytes transfected with HPV16 E6/E7 genes [9] . Therefore, TWEAK/Fn14 activation enhances the proliferation of cells under certain inflammatory conditions.
Inflammatory microenvironments influence the effect of TWEAK on cell fate
Both TWEAK and Fn14 are highly expressed in various cutaneous inflammatory disorders, including lupus erythematosus [11, 31] , psoriasis [7] , atopic dermatitis [8] , skin warts [9] , and bullous pemphigoid [10] . The downstream cytokines, such as RANTES, MACP-1, IP-10, MIP-1α, ICAM-1, and VCAM-1, are produced locally, reflecting the activation of the TWEAK/Fn14 pathway [7-11, 21, 32] . These disorders not only present different characteristics of skin inflammation but also have cutaneous keratinocytes with diverse fates. In fact, TWEAK affects cell fate depending on the local microenvironments. Here we summarize the effect of TWEAK on identical cells (keratinocytes) under different cutaneous inflammatory conditions. TWEAK/Fn14 interaction induces death (apoptosis and necrosis) of keratinocytes in atopic dermatitis and cutaneous lupus erythematosus [8, 11, 31] . Atopic dermatitis is characterized by the production of T helper 1 (Th1) cytokines, including interferon-γ in lesional skin [32] . Other cytokines, such as IP-10, TNF-α, and interleukin (IL)-18, are also synthesized by keratinocytes in affected tissues [32] . Interferon-γ induces the apoptosis of keratinocytes in patients with atopic dermatitis [33] . Moreover, TWEAK alone induces the apoptosis of keratinocytes originating from affected skin, which can be exaggerated by TNF-α [8] . The inflammation in cutaneous lupus erythematosus is also predominantly mediated by Th1 cytokines, including interferon-γ and IP-10 [34] . Besides, IL-1, IL-6, IL-17, and TNF-α are also produced in cutaneous lupus erythematosus [34] . Ultraviolet B irradiation induces the keratinocyte release of IL-1 and TNF-α, two primary cytokines in the inflammatory cascade [34] . Ultraviolet B also acts synergistically with IL-1α to promote the production of TNF-α, which can increase its own production in an autocrine manner [34] . This cytokine cascade recruits immune cells, exacerbates inflammation, induces the apoptosis of keratinocytes, and ultimately destroys skin tissues, resulting in the photo-induced lesions of cutaneous lupus erythematosus [34] . TWEAK/Fn14 activation is prominent in skin lesions of patients with lupus erythematosus and in MRL/lpr lupus-prone models [11, 31] . Fn14 deficiency in MRL/lpr mice attenuates ultraviolet B irradiation-induced skin lesions and apoptosis of cutaneous keratinocytes [11, 31] . Apoptosis of keratinocytes is also prominent in skin lesions of bullous pemphigoid [35] . Moreover, TWEAK/Fn14 activation has been found to be remarkable in skin lesions of patients with bullous pemphigoid and to contribute to loss of BP180 and cellular adherence, which are central to the pathogenesis of bullous pemphigoid [10] .
However, TWEAK/Fn14 activation prefers to induce the proliferation of keratinocytes under inflammation of psoriasis and HPV infection [7, 9] . Psoriasis is most likely a Th1/Th17-induced inflammatory disease [36] and is characterized by overexpressing cytokines, such as IL-2, IL-17, IL-23, interferon-γ, and TNF-α [7, 36] . Both TWEAK and Fn14 are highly expressed in skin lesions of patients with psoriasis vulgaris, and the Fn14 expression in cultured keratinocytes is enhanced by the M5 cocktail of cytokines (IL1a, IL-17A, IL-22, oncostatin M, and TNF-α), which induces inflammation that presents several features of psoriasis [7] . TWEAK, in combination with M5 cytokines, promotes the proliferation of keratinocytes that originate from either healthy donors or patients with psoriasis [7] . Additionally, TWEAK enhances the synthesis of survivin, cIAP2, and cFLIP in keratinocytes under psoriatic inflammation [7] . HPV infection of keratinocytes in anogenital regions is known to be associated with a strong etiology of carcinogenesis [37] . Recently, we found that keratinocytes express more Fn14 in HPV16-positive skin warts or in keratinocytes transfected with HPV16 E6/E7 genes [9] . The E6/E7 oncogenes of HPV endow keratinocytes with the property of immortalization by causing genomic instability, favoring additional mutations, and reactivating cell cycle progression in DNA synthesis [9, 38] . Moreover, TWEAK/Fn14 activation is prominent in warts due to the accumulation of TWEAK and downstream cytokines, including RANTES, MCP-1, and IP-10, in affected skin tissues [9] . HPV16 infection itself promotes the proliferation of keratinocytes, as well as switches keratinocytes from apoptotic to proliferative fate on TWEAK/Fn14 activation [9] . HPV infection triggers inflammatory responses that are characterized by an upregulated expression of Th2 cytokines [39] . The expressions of IL-1β, IL-4, IL-6, IL-10, interferon-γ, and TNF-α increase in skin of transgenic mice expressing the HPV16 E7 oncoprotein within basal keratinocytes [39] . However, whether these cytokines participate in the TWEAKinduced proliferation of keratinocytes remains unclear.
In general, the TWEAK/Fn14 pathway is activated in various cutaneous diseases that present different profiles of cytokines in affected skin tissues. The inflammatory microenvironments may generate diverse cell phenotypes, which may further influence the effect of TWEAK on these cells.
Switch in cell phenotype reverses the direction of TWEAK regulation
TNF-α is currently understood to interact with two receptors: TNFR1 and TNFR2 [8] . TNF can be divided into soluble and membranous types [40] . Soluble TNF predominantly activates TNFR1, whereas membranous TNF can combine with and effectively activate both TNFR1 and TNFR2 [40] . Actually, compared with soluble TNF, membranous TNF exhibits higher affinity in engaging TNFR2 [41] . The distribution of TNFR1 and TNFR2 also differs in tissues. TNFR1 is ubiquitously expressed, whereas TNFR2 is more restrictedly expressed, mainly in immune cells [42] . However, TNFR2 is also expressed in some cancer cells and cutaneous keratinocytes [8, 43, 44] . TNFR1 may induce cell death, whereas TNFR2 does not induce cell death directly [40, 45] . TNFR2 may enhance cytotoxicity mediated by TNFR1 when TNFR1 and TNFR2 are activated simultaneously [40, 45] . Further, TNFR2 promotes cell proliferation and survival by leading the transcriptional activation of the proliferationrelated genes, which is mediated by TRAF2 [40] .
TNFR1 has a death domain in its intracellular region [40] . The TNFR1 signaling pathway is activated by the signals of apoptosis or necroptosis, which are contingent on the environments and cellular states [46] . TNFR1 signaling either induces the synthesis of multiple inflammatory mediators and growth factors through NF-κB activation or can result in the induction of cell death through its death domain through the TNF receptor-associated protein with death domain or the Fas-associated protein with death domain, which mediates cell death signaling [42, 47] .
In contrast to TNFR1, TNFR2 does not have a death domain [40] . TNFR2 activates NF-κB and c-Jun N-terminal kinase and then causes transcriptional activation of the genes that are associated with cell proliferation and survival [45] . NF-κB signaling leads to the transcription of antiapoptotic genes, such as cIAP1, cIAP2, cFLIP, TRAF1, and TRAF2 [40] . TNFR2 also activates the noncanonical NF-κB pathway, which participates in the differentiation and survival of cells [40] . Moreover, Fn14 and TNFR2, which belong to a subset of TNFR superfamily members, can also characteristically activate the noncanonical NF-κB pathway [48] . The RING finger protein TRAF2 plays a key role in TNFR1-and TNFR2-induced signaling. TRAF2 can be recruited to TNFR1 or TNFR2 and even mediates the cross talk between TNFR1 and TNFR2 [46] . TNFR2 activation also induces the degradation of TRAF2 [45] .
Recent studies have shown that TWEAK regulates cell fate differently depending on the TNFR subtypes in keratinocytes [7-9, 11, 13] . TNFR1 is predominantly expressed in normal keratinocytes or in keratinocytes under inflammation of lupus erythematosus or atopic dermatitis [8, 11, 13] . However, psoriatic inflammation or HPV infection favors the expression of TNFR2 in keratinocytes [7, 9] . Accordingly, TWEAK/Fn14 interaction induces keratinocyte death in skin lesions of lupus erythematosus or atopic dermatitis [8, 11] but promotes keratinocyte proliferation in psoriatic skin or on HPV infection [7, 9] . Additionally, TWEAK induced TNF-α secretion and TNFR1-dependent convergence of a death-signaling complex involved in receptor-interacting protein 1, Fas-associated protein with death domain, and caspase-8, subsequently inducing caspase-8 activation and cell apoptosis [27] . Similarly, TWEAK/Fn14 interaction may trigger the degradation of cIAPs and then enhances apoptotic processes through TNFR1 [27] . The expression profile of TNFR1/2 clearly correlates with certain inflammatory conditions and influences the effect of TWEAK on keratinocytes. The inflammatory microenvironments may generate diverse cell phenotypes, which may further affect the TWEAK regulation of cell fate. However, the precise mechanism by which TWEAK triggers proliferation signals in cells through TNFR2 remains unclear and needs further investigation.
Structural basis for the interaction between Fn14, TRAF2, cIAP1, and TNFR
An intracellular signal transduction that may explain the TWEAK regulation of cell fate may be speculated. First, TWEAK binds to its sole receptor Fn14, recruiting the TRAF2-cIAP1 complex with Fn14. Then, the TRAF2-cIAP1 complex activates the noncanonical NF-κB pathway. Finally, the TRAF-cIAP1 complex can bind to TNFR1 or TNFR2, triggering death or proliferation signals in cells. That is, an Fn14-TRAF2-TNFR axis regulates intracellular signal transduction, which further affects the fate of cells.
TWEAK is a glycoprotein containing a total of 249 amino acids in three parts: the C-terminal extracellular region has 206 amino acids, the transmembrane domain has 25, and the N-terminal intracellular region has 18 [24] . The smallest receptor among the TNFR superfamily members identified thus far is Fn14, which is only 102 amino acids in length; this includes the extracellular domain (53 amino acids), which contains the TWEAK binding site, and the cytoplasmic tail region (28 amino acids), which is essential for signal transduction [19] . TWEAK and Fn14 are the only ligand and receptor for each other among the TNF/TNFR superfamily members [19] . The cytoplasmic signaling pathways start at the cytoplasmic tail of Fn14, which contains a single TRAF binding site; TRAF1, TRAF2, TRAF3, and TRAF5 are all capable of combining with this motif [49] . The Fn14-triggered effect requires a complete TRAF binding motif in the Fn14 cytoplasmic tail [14, 49, 50] . In addition, TRAF2 can also bind to TNFR1 or TNFR2, which recruits TRAF2 when stimulated by TNF-α, thereby inducing downstream signals [42] . However, although the two receptors both combined with TRAF2, TNFR1-and TNFR2-induced signals are usually divergent in cell fate [46] .
TWEAK combines with Fn14 to recruit both TRAF2 and cIAP1. This indicates that endogenous cIAP1 binds to TRAF2, as well as combines indirectly with Fn14 by associating with TRAF2 [26] . Fn14 signaling induces the lysosomal degradation of cIAP1-TRAF2 in a cIAP1-dependent way. This is not similar to the IAP antagonists that cause rapid proteasomal degradation of cIAP1 [26] . There are three baculovirus IAP repeat regions in cIAP1, in which the IAP repeat region 1 domain is bound to TRAF [29] . There are TRAF-N and TRAF-C domains in TRAF2. The TRAF-N domain with coiled-coils combines with cIAP1/2, whereas the TRAF-C domain has the binding site to TNF receptors, such as TNFR2 [29] . TWEAK reduces the cIAP1-TRAF2 complex, leading to immortalized and minimally passaged tumor cells that are sensitive to TNF-α, whereas the primary cells remain resistant [26] . In contrast, overexpression of the cIAP1-TRAF2 complex limits Fn14 signaling and preserves tumor cells from TNF-α sensitization induced by TWEAK [29] . Therefore, TWEAK/Fn14 interaction induces lysosomal degradation of cIAP1-TRAF2, which may accurately affect the balance of proliferation/death signals originating from TNF receptors in cells [26, 51] . TRAF1 and TRAF2 have been initially identified to be associated with cIAP1/2, and then bind to the cytoplasmic domain of TNFR2 [26, 29] .
Some issues on the Fn14-TRAF2-TNFR axis remain unclear and require experimental studies for verification. For example, how are TRAF2 and Fn14 combined, and what is the exact effect of TRAF2 on the downstream pathways? Figure 1 shows a diagram of the Fn14-TRAF2-TNFR axis.
Application of the Fn14-TRAF2-TNFR axis in therapeutic strategies
The Fn14-TRAF2-TNFR axis can activate the noncanonical NF-κB pathway, which regulates cell proliferation, angiogenesis, and inflammatory cell infiltration. Therefore, the Fn14-TRAF2-TNFR axis is believed to participate in the pathogenesis of various inflammatory diseases and tumors, and blocking any part of this axis may represent a new strategy for treating such disorders.
There are multiple approaches to preventing the activation of the Fn14-TRAF2-TNFR axis in tissues. Both an anti-TWEAK neutralizing antibody and a soluble Fn14-Fc decoy protein can be used to prevent TWEAK from combining with Fn14 in cells [50, 52] . In fact, the therapeutic efficacy of using these two agents in vivo has been remarkable [50] . Glomerular immunoglobulin deposition, macrophage infiltration, and tubulointerstitial fibrosis were significantly reduced in lupus nephritis-prone mice treated with an anti-TWEAK antibody [22] . The mechanism of such action is highly possible due to a decrease in the downstream target of TWEAK/Fn14 signaling, including decreased expressions of RANTES, MCP-1, IP-10, VCAM-1, and other fibrogenic molecules in kidney [22] . Other strategies use antibodies to the anti-Fn14 extracellular region or small-molecule antagonists to prevent Fn14 trimerization [50] . Blockade of Fn14 trimerization, TRAF-Fn14 association, or downstream pathway activation may also be feasible [50] . In MRL/lpr lupus-prone mice, Fn14 deficiency can significantly attenuate cutaneous disease and the skin infiltration of T cells and macrophages [11] . Therapies targeting TWEAK/Fn14 interaction can potentially prevent pathologic remodeling and fibrosis but allow endogenous tissue repair. Even with the biological regulation of progenitor cells, inhibition of the TWEAK/Fn14 pathway may promote the regeneration potential of tissues [53] .
TRAF2-dependent signaling plays a key role in inflammation, innate immunity, and cell survival [29] . Therefore, TRAF2 can be used as a pharmacologic target to treat autoimmune diseases and cancers. One possible approach to such therapeutic intervention is the destruction of the cIAP1/2-TRAF2 association [29] . Newly identified binding sites that combine TRAF2 with cIAP1/2 enable this strategy to work [54] . If the degradation of TRAF2 is blocked, the TNFR2 activation of the noncanonical NF-κB pathway may be eliminated, possibly leading to T-cell dysregulation. Inducing, instead of blocking, TRAF2 degradation is favorable for cell apoptosis and in some cases can be beneficial as an anticancer strategy [46] . Multimerization of anti-Fn14 antibodies mediated by an Fc receptor may promote the efficiency of their agonistic activity, leading to a more efficient induction of cell death [55] . Some studies have found evidence of the antitumor function of TWEAK/Fn14 signaling, and other works have used Fn14 agonistic agents to verify this potential [55] .
A fusion protein of the Fn14-TNF-related apoptosis-inducing ligand (TRAIL) has been found to target two remarkable intercellular signaling axes: TWEAK-to-Fn14 and TRAILto-TRAIL receptor (TRAILR) [56] . This fusion protein was originally designed to inhibit autoimmunity [57] . As a TWEAK blocker, it reduces the permeability of the blood-brain barrier and the transport of inflammatory cells to the central nervous system, showing excellent efficacy in an autoimmune encephalomyelitis model [56] . Fn14-TRAIL has also been shown to inhibit the growth of hepatocellular carcinoma cells in vitro and in vivo [57] . This fusion protein has an effective antitumor activity given that it targets two signal axes simultaneously. Zhou et al. generated two chemical conjugates, ITEM4-rGel and hSGZ [58] : ITEM4-rGel consists of rGel toxin and an anti-Fn14 antibody, whereas hSGZ is a humanized dimeric single-chain antibody conjugated with rGel. Both ITEM4-rGel and hSGZ are extremely cytotoxic to different groups of melanoma cell lines. These two immunotoxins induce melanoma cell necrosis and upregulate the expression of Fn14 in cells [58] . Therefore, Fn14 can be used as a new therapeutic target for melanoma treatment.
The use of the Fn14-TRAF2-TNFR axis presents a promising therapeutic approach. Future investigations should focus on the potential role of the TWEAK/Fn14 pathway in different diseases, as well as consider the disease activities, patient subsets, and interactions with other crucial immunologic pathways [53] .
Conclusion
The Fn14-TRAF2-TNFR axis transduces intracellular signals in the TWEAK/Fn14 pathway. TWEAK/Fn14 activation shows diverse cell cycles depending on the predominance of TNFR1 or TNFR2 expression, which is mainly affected by the local inflammatory microenvironments. The activation of TNFR1 and TNFR2 signals induces cell proliferation or apoptosis, respectively. By targeting the Fn14-TRAF2-TNFR axis, novel therapeutic approaches may be developed for the treatment of chronic inflammatory diseases and cancers.
